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(54) Title: HUMAN PROSTATE CANCER ASSOCIATED GENE SEQUENCES AND POLYPEPTIDES 
(57) Abstract 

This invention .la.es to newly identified prostate or ^^^^^^^^^^ 
polynucleotides het^in collectively known as ''P^''^'«i^,f/"^' f " '^^^^^^ prevention and treatment of disoKlers of 

the expression products thereof, as well as use of suchp^^^^^ . ^^^^^^^ ^^^^ ^„3_ 

the prostate, particularly the presence °f P™^^'^ "^^"^^^^^ producing the same. Also provided are diagnost c 

function of the polypeptides of the present invention. 
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c.c«ccaga ggcgca.gca gcggc.gata gagaag.aca -"^^^^^ iV.l^^^^. 300 
ccggtggtgc aaatggccac gctgaccrac gagacgccac ^^^^^^ J g^agcccgcg 360 
gg!!g!ctaa taaaggaaag aaacaaagga gagatccagg ^^^"^^^^ c^cgcaccgc 420 
gLaggacag arggcrccgi: gcaagctgca gcctggggtc "^^^cttc ^ 
!cag^cctgg gagccga^c aaaaagcggt gagg.cga^g -^^^^^^^ .gaStaaga 540 
tcagttgc^^ gggcc^tagc acc^gcagtg -tcaaagcc -"^^^^^^^ ^agtgtgca 600 
aggaaarac^ tgacccaagt ggatatac^g c«ca"ggc ctcac^gcc 660 

ggLacagag ccggaaggga ^gtacgl.gtg c«ctgg^ga cccagcgaaa 720 

g^gcctgccc ccggatactg cagt:cg^al:c ^--^^^^^^^ cctccaclga catggcctta 780 
ccagctitca^ c«ccagaga atgggatcct ^^^"^^^^^ 'cagcagc« ct«agcagc 840 
gt:acct:agaa a.gacagcc^ ctccctacaa 9agaccagta ^cagcag ^ ^^^^ „0 

cagcccurtg aagat^gatga catttgcaat 9^^-"^"* Jcatcatctc caccaaaacg 960 
c4caci:cca tgagccggct gttgagcaca --^-"^-^^ Itaagagcrg gatgaacaaa 1020 
t:^sa^ca^gc aaaactggaa ctccaggagg -^^cmcrgat ataagag g ^^^^^^^^^^ ,^80 
acat:a«gca aaggagccag acgl:i.ct:cag -9^^^""^ a^Ccgtatt agatgi^ttct 1140 
tctgagcci:g tgaaagggac aggggcatta -gaga^^g- -^"^^ accccaaatc 1200 

tgccgtaaga caggtttaaa attggaaaaa ^ct^^c^tg --^^^^ J ^^ct^cc^g 1260 
cataagttag atccaagttg gaaggagcgc aaagi:gacac "^^^^ taggacatta 1320 
:«t:ac1:.cg actccagtgc aacata^aa^ f"^^:^!^ ^I^^Ic^aca gg|ccatgga 1380 
aaatggi:l:aa tttctcc^gi: aaaaatagl:t ^---^-^"^ ttcatcggga atattgcc^g 1440 
gagaaccgtc agagggagat t^gaaatccga ^"^-^"^^ 'c^gggccL gaaca^gl^ac ISOO 
agl^cocagga accagcc«g ccggatgtgc -^^^^^^^^^ aaacccgnaa gctgagtl.aa 1560 
agagggggtc ctgcgaagtc ctggtggcct tnaggcttaa aaacc g ^ ^^^^ 



ctttcag 

<210> 741 

<211> 2829 

<212> DKA 

<213> Homo sapiens 



<220> 

<221> misc feature 
<222> (74) 

<223> n equals a,t.#g» or c 



<220> 

<221> misc feature 
<222> (1523) 

<223> n equals a^t^g, or c 



<220> 

<221> misc feature 
<222> (1728) 

<223> n equals a,t,g, or 



<400> 741 

gacgctgggg gcagaccaca 
ttgttatttt cttntttttg 
ttaataagaa aaaaccataa 
gtcaaaagag caggaatcag 
ggtgggtcct gaagacgtct 



tgtcagcagt gggtgtcgct 
tttacttgta tttcctaaat 
aatttactgt ttttaaaaag 
ctctccagga ggctctttgg 
gagtcccttg ttacaggagg 



tagtaatata ttgtgggtca 60 
ttttctacaa tgaacttgta 120 
ctgctctaag taatcagaca 180 
tctggggccg aggggatgag 240 
gtgttcattg tgtcctcctc 300 
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aca,c.,.,a .aaoagc.ga agcagccgg. ^cc.gcaagc ^^cctcacag -a.ggatc. 360 
,,aa.c..ag g.cacg.g.. ^^J^^""-^ r""-^::: IZlT'^^^l cag.gc.g.g 4B0 



ggaagctgag ggcacgtrgtt tgcggttcag cccT;T.i.g-..y " I'^ac caqtgctgtg 480 

tcgglgagag gatg.gga.c agc.cg.agc "gcatagaa -^---^^^ HHLr-lcl 540 
ctgtacgctc cagttgcgtg aagagttcaa gcaggaagtg S^^caacag 99 
a^a^g«gar gacccraac^ ggtctggaat aggggttgtc -^^^-^^^^^ gactcotgaa 660 
tgataagagc agtttgaaat cagatcccga aggggaaaac ^^^"^^ctg | ^^^^ ,20 
gLgttaaat gaactggaat ctgacctaac cti.taaaata 99ccctgagt -^^J^^ 
gaagagctgc ctttatgtcg gcatggcgag cgacaacgtc g^^gctgctg ^ ^ 
gacca'.gcg gccacagccc gggaga.aga 9gagaactcg ;^9c««9g ---^^^^^ 
agaagtggtt cggaaaggca ttcaggaagc tcaagtggag ^^^^^aagg H I 
acgg=««g gaagaggggg tgti:gcggca ^-^c-^^^^ Ult^Tcll caggct^cct 1020 
gttttctcog gtccaggctt tacagaaggg ^aga^ci^t^ IT^llllll cgctgcotcc 1080 
ggagtccaca g.acccatat atgtctacaa ageacaaggt a^^^agtca J 
aacgccctcg ggcagt^cgoa ccaagcagag gcttccaggc "^-^^cctt ^^^^ ^^^^ 
cctgcgaggt tcagatgctt tgagtgagac cagctcagtc ^^tcacattg * ^ ^ ^^^^ 
aaaggtggag cgccea.cca g.gggccgga g^^""" HHTJ^ll !c«gaaalg 1320 
gggacaccca ggggotccca gccctcagca caccgaccag ^^^^^^^^^ taagatgaga 1380 
ggtcccacao ccagaagatg aocactcaca ggtagaagga ccggagagct ^^^^^^^ 9 
^i:a.tg.gt ggt.tgagac .gtac.gag. a..gtt.cag ^^^ga.gaa 9t.=.a..g9 ^^^^ 
aaatgtgaac tgtgccacat actaatataa attactgttg "^g^gcttc ^99 ^^^^ 
tggcacaaat atgtgcctga aangtaggct ttctaggagg ^gagtcagct 
ca'gtacatg .agaaccaca tgtt:.gctg,: Sace^ta gcaccct:t:gc 1680 

aacacatttt attcacaaaa aacacttcga ^^tcaagtg tggtaaaaca 1740 

tctttctaaa cataagccta agtatatgag gttgcccgtg acJggctgta 1800 

gct^tcati: agcactctcc aggttctctg caacacttca "^aggcgag ^^^^^^^^^^ 
Lctttgctg tcggtcttta gtacgatcaa gttgcaatat -"9^999ac ^9=^^ 
gaaggagagc -gtgattgt:g ggattgtaaa taagagcatc -^"^occtc «^ ^ ^ 
Ictcttcgtg gagac«agt aagga.tgtg ^-^-="^ag ^^^^J^^^^ ^gaLct 2040 
gggacrgtcc .cgccacaa l^oc^ll IZT.lT. a^g^""- aa'tggcaca 2100 
gtaaagtctc ctcctgacca tatattttta ^^toataaat gctaccctta 2160 

caagtacaga ctgtgctcat ttctgi.i.t:ag ta^c^gaaaa aaacaagi:ac 2220 

agagctt:gct cttccgtgtg gtacgragca cccacctggt gggccoaact 2280 

ccctttgacc tgtctcccac tgaagcttrct actgccctgg "^^^^^^^^ ^^^g^^^aag 2340 
cagaaacagg agccagcaga gcac^c^c^c --9=^^-^- ^I^nc^gc gSac^ttg^ 2400 
tcagi:agaag ctcgctggca ctgcccgt:tc agc?«tg|g agao«gaaa 2460 

cgtaagtaat ggcccctgtg ccrtcttaat <=<=«g"g"^ !!acc^tagt tltagtatat 252 0 
aigggaaaat tcacactggg tttctggact g"9^*"9g ^^f^^*^^^^ gtcaaaatgc 2580 
taagcc.a.a a«a.act:ct g^-J-gg ll^Hllll I^HIHH L.gaag.a. 2640 



agcagataaa atgggggagg ggtaaattat cacc.^w-^ "Zcttaagat attatttgaa 2760 
atatttggaa «g«aaatt ggl:tt:tg«g Hll^aaaa aaaaaaaLa 2820 

tgttggtttc aataaaggtt cttgaaattg ttaaaaaaaa aaaaaaaa ^^^^ 



^ aaaaaaaa a 

<210> 742 
<211> 926 
<212> DNA 
<213> Homo sapiens 

<220> 

<221> misc feature 
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485 



490 495 



Met Asn Met Tyr Arg Gly Gly Pro Ala Lys Ser Trp Trp Pro Xaa GLy 
500 505 510 

Leu Lys Thr Arg Lys Leu Ser 
515 



<210> 1681 
<211> 371 
<212> PRT 

<213> Homo sapiens 
<400> 1681 

Val pro cys Tyr Arg Arg Vai Phe He Vai Ser Ser Ser Gin Leu Gly 
1 5 10 15 

Glu Gin Leu Lys Gin Leu VaX Pro Ala Ser Gly Leu Thr Val Met Asp 
20 25 30 

Leu Giu Ala Glu Gly Thr Cys Leu Arg Phe Ser Pro Leu Met Thr Ala 
35 40 45 

Ala Val Leu Gly Thr Arg Gly Glu Asp Val Asp Gin Leu Val Ala Cys 
50 55 60 

He Glu Ser Lys Leu Pro Val Leu Cys Cys Thr Leu Gin Leu Arg Glu 
65 70 75 80 

Glu Phe Lys Gin Glu Val Glu Ala Thr Ala Gly Leu Leu Tyr val Asp 
85 90 95 

ASP Pro Asn Trp Ser Gly He Gly Val Val Arg Tyr Glu His Ala Asn 
100 105 

Asp Asp Lys Ser Ser Leu Lys Ser Asp Pro Glu Gly Glu Asn lie His 
115 120 125 

Ala Gly Leu Leu Lys Lys Leu Asn Glu Leu Glu Ser Asp Leu Thr Phe 
130 135 140 

Lys He Gly Pro Glu Tyr Lys Ser Met Lys Ser Cys Leu Tyr Val Gly 
145 150 155 160 

Met Ala ser Asp Asn Val Asp Ala Ala Glu Leu val Glu Thr He Ala 
165 170 175 

Ala Thr Ala Arg Glu He Glu Glu Asn Ser Arg Leu Leu Glu Asn Met 
180 185 190 
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Thr Glu Val Val Arg Lys Gly lie Gin Glu Ala Gin Val Glu ieu Gin 
195 200 205 

Lys Ala Ser Glu Glu Arg Leu Leu Glu Glu Gly Val Leu Arg Gin He 
210 215 220 

Pro val val Gly Ser val Leu Asn Trp Phe ser pro vaX Gin Ala J-eu 
225 230 235 240 

Gin Lys Gly Arg Thr Phe Asn Leu Thr Ala Gly ser l*eu Glu Ser Thr 
245 250 255 

Glu Pro He Tyr Val Tyr Lys Ala Gin Gly Ala Gly Val Thr Leu Pro 
260 265 270 

Pro Thr Pro ser Gly Ser Arg Thr Lys Gin Arg Leu Pro Gly Gin Lys 
275 280 285 

Pro Phe Lys Arg Ser Leu Arg Gly Ser Asp Ala Leu Ser Glu Thr Ser 
290 295 300 

Ser Val Ser His He Glu Asp Leu Glu Lys Val Glu Arg Leu Ser Ser 
305 310 315 320 

Gly Pro Glu Gin He Thr Leu Glu Ala Ser Ser Thr Glu Gly His Pro 
325 330 335 

Gly Ala Pro Ser Pro Gin His Thr Asp Gin Thr Glu Ala Phe Gin Lys 
340 345 350 

Gly Val Pro His Pro Glu Asp Asp His Ser Gin Val Glu Gly Pro Glu 
355 360 365 

Ser Leu Arg 
370 



<210> 1682 
<211> 238 
<212> PRT 

<213> Homo sapiens 
<220> 

<221> SITE 
<222> (2) 

<223> xaa equals any ot the naturally occurring L-amino acids 
<220> 

<221> SITE 



What Is Claimed Is : • i .-^ 

1 An Isolated nucleic acid molecule comprising a polynucleotide having a nucleotide 

sequence at least 95% identical to a sequence selected from the group consisting of : 
(a) a polynucleotide fragment of SEQ ID NO: X or a polynucleotide fragment of the cDNA 

sequence included in the related cDNA clone, which is hybridizable to 

1b)^a'polinudeotide encoding a polypeptide fragment of SEQ ID NO: Y or a polypeptide 
fragment encoded by the cDNA sequence included in the related cDNA clone, which is 

hybridizable to SEQ ID NO: X ; ^ w k ccr^ m 

(c) a polynucleotide encoding a polypeptide fragment of a polypeptide encoded by SEQ ID 
NO: X or a polypeptide fragment encoded by the cDNA sequence included in the related 
cDNA clone, which is hybridizable to SEQ ID NO: X; 

(d) a polynucleotide encoding a polypeptide domain of SEQ ID NO: Y or a polypeptide 
domain encoded by the cDNA sequence included in the related cDNA clone, which is 
hybridizable to SEQ ID NO: X; 

(e) a polynucleotide encoding a polypeptide epitope of SEQ ID NO: Y or a polypeptide 
epitope encoded by the cDNA sequence included in the related cDNA clone, which is 
hybridizable to SEQ ID NO: X; 

(f) a polynucleotide encoding a polypeptide of SEQ ID NO: Y or the cDNA sequence 
included in the related cDNA clone, which is hybridizable to SEQ ID 

NO: X, having biological activity; 

(g) a polynucleotide which is a variant of SEQ ID NO: X; 

(h) a polynucleotide which is an allelic variant of SEQ ID NO: X; 

(i) a polynucleotide which encodes a species homologue of the SEQ ID 

'(i? a polynucleotide capable of hybridizing under stringent conditions to any one of the 
polynucleotides specified in (a)- (i), wherein said polynucleotide does not hybndize under 
stringent conditions to a nucleic acid molecule having a nucleotide sequence of only A 
residues or of only T residues. , x » 

2. The isolated nucleic acid molecule of claim 1 , wherein the polynucleotide fragment 
comprises a nucleotide sequence encoding a protein. 

3 The isolated nucleic acid molecule of claim 1 , wherein the polynucleotide fragment 
comprises a nucleotide sequence encoding the sequence identified as SEQ ID NO: Y or the 
polypeptide encoded by the cDNA sequence included in the related cDNA clone, which is 
hybridizable to SEQ ID NO: X. . , 

4 The isolated nucleic acid molecule of claim 1 . wherein the polynucleotide fragment 
comprises the entire nucleotide sequence of SEQ ID NO: X or the cDNA sequence included 
in the related cDNA clone, which is hybridizable to 

SEQ ID NO: X. , 

5 The isolated nucleic acid molecule of claim 2, wherein the nucleotide sequence 
comprises sequential nucleotide deletions from either the C-terminus or the 
N-terminus. 

6 The isolated nucleic acid molecule of claim 3, wherein the nucleotide sequence 
comprises sequential nucleotide deletions from either the C-terminus or the 

N-terminus. , * i ■ t 

7 A recombinant vector comprising the isolated nucleic acid molecule of claim i . 

8. A method of making a recombinant host cell comprising the isolated nucleic acid molecule 
of claim 1 . 

9. A recombinant host cell produced by the method of claim 8. 



10. The recombinant host cell of claim 9 comprising vector sequences. 

1 1 . An isolated polypeptide comprising an amino acid sequence at least 95% identical to a 
sequence selected from the group consisting of : 

(a) a polypeptide fragment of SEQ ID NO: Y or of the sequence encoded by the cDNA 
included in the related cDNA clone; 

(b) a polypeptide fragment of SEQ ID NO: Y or of the sequence encoded by the cDNA 
included in the related cDNA clone, having biological activity; 

(c) a polypeptide domain of SEQ ID NO: Y or of the sequence encoded by the cDNA 
included in the related cDNA clone; 

(d) a polypeptide epitope of SEQ ID NO: Y or of the sequence encoded by the cDNA 
included in the related cDNA clone; 

(e) a full length protein of SEQ ID NO: Y or of the sequence encoded by the cDNA included 
in the related cDNA clone; 

(f) a variant of SEQ ID NO: Y; 

(g) an allelic variant of SEQ ID NO: Y; or 

(h) a species homologue of the SEQ ID NO: Y. 

12. The isolated polypeptide of claim 11, wherein the full length protein comprises sequential 
amino acid deletions from either the C-terminus or the Nterminus. 

13. An isolated antibody that binds specifically to the isolated polypeptide of claim 1 1 . 

14. A recombinant host cell that expresses the isolated polypeptide of claim 11. 

15. A method of making an isolated polypeptide comprising: 

(a) cultures2 the recombinant host.cell of claim 14 under conditions such that said 
polypeptide is expressed ; and 

(b) recovering said polypeptide. 

1 6. The polypeptide produced by claim 1 5. 

17. A method for preventing, treating, or ameliorating a medical condition, comprising 
administering to a mammalian subject a therapeutically effective amount of the polypeptide 
of claim 1 1 or the polynucleotide of claim 1 . 

18. A method of diagnosing a pathological condition or a susceptibility to a pathological 
condition in a subject comprising: 

(a) determining the presence or absence of a mutation in the polynucleotide of claim 1 ; and 

(b) diagnosing a pathological condition or a susceptibility to a pathological condition based 
on the presence or absence of said mutation. 

1 9. A method of diagnosing a pathological condition or a susceptibility to a pathological 
condition in a subject comprising: 

(a) determining the presence or amount of expression of the polypeptide of claim 1 1 in a 
biological sample; and 

(b) diagnosing a pathological condition or a susceptibility to a pathological condition based 
on the presence or amount of expression of the polypeptide. 

20. A method for identifying a binding partner to the polypeptide of claim 1 1 comprising: 

(a) contacting the polypeptide of claim 1 1 with a binding partner; and 

(b) determining whether the binding partner effects an activity of the polypeptide. 

21. The gene corresponding to the cDNA sequence of SEQ ID NO: Y. 

22. A method of identifying an activity in a biological assay, wherein the methodcomprises: 

(a) expressing SEQ ID NO: X in a cell; 

(b) isolating the supernatant ; 

(c) detecting an activity in a biological assay; and 

(d) identifying the protein in the supernatant having the activity. 

23. The product produced by the method of claim 20. 



